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Claims 

1 . The use of a compound of formula (I): 



5 




wherein: 

Ring A is selected from carbocyclyl or heterocyclyl; wherein if said heterocyclyl 
contains an -NH- moiety that nitrogen may be optionally substituted by a group selected from 
R 9 ; 

10 R 1 is a substituent on carbon and is selected from halo, nitro, cyano, hydroxy, amino, 

carboxy, carbamoyl, mercapto, sulphamoyl, C M aIkyl, C 2 ^alkenyl, C 2 -4alkynyl, Ci_ 4 aIkoxy, 
Cualkanoyl, Ci^alkanoyloxy, /^-(CMalkylJamino, MiV<CMalkyl) 2 amino, 
C u alkanoylamino, 7V~(CMalkyl)carbamoyl, N,N-(Ci-4alkyl) 2 carbamoyl, CMalkylS(0) a 
wherein a is 0 to 2, CMalkoxycarbonyl,W-(C M alkyl)sulphamoyl, 

15 N,N-(Ci4alkyl) 2 sulphamoyl, Ci^alkylsulphonylamino, carbocyclyl, heterocyclyl, 

carbocyclylCo^alkylene-Z- and heterocyclylC(Malkylene-Z-; wherein R 1 may be optionally 
substituted on carbon by one or more groups selected from R 3 ; and wherein if said 
heterocyclyl contains an -NH- moiety that nitrogen may be optionally substituted by a group 
selected from R 4 ; 

20 n is 0-5; wherein the values of R 1 may be the same or different; 

X is a direct bond, -C(O)-, -S(0) 2 -, -C(0)NR n -, -C(S)NR n -, -C(0)0-, -C(=NR 11 )- or 
-CH 2 -; wherein R u is selected from hydrogen, C M alky], carbocyclyl and heterocyclyl; 

Y is hydrogen, C]. 6 alkyl, C 2 - 6 alkenyl, C 2 . 6 alkynyi, carbocyclyl or heterocyclyl; 
wherein Y may be optionally substituted on carbon by one or more R 2 ; wherein if said 
25 heterocyclyl contains an -NH- moiety that nitrogen may be optionally substituted by a group 
selected from R 5 ; 

R 2 is a substituent on carbon and is selected from halo, nitro, cyano, hydroxy, amino, 
carboxy, carbamoyl, mercapto, sulphamoyl, trifluoromethyl, trifluoromethoxy, Ci^alkyl, 
C 2 ^a]kenyl, C^alkynyl, C,. 4 alkoxy, C M aIkanoyl f CMalkanoyloxy, iy-(C M alkyl)amino, 
30 MA^-(Ci. 4 aIkyl)2amino, CMalkanoylamino, ^-(CMalkyl)carbamoyh . 
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A^-(C M alkyl) 2 carbamoyl, C M alkylS(0) a wherein a is 0 to 2, C M alkoxycarbonyl, 
C,; 4 a]koxycarbonylam^^ N-(C M alkyl)sulphamoyl, 
N,N-(C M alkyl) 2 sulphamoyl, C M alkylsulphonylamino, aminothiocarbonylthio, 
AMC M alkyl)aminothiocarbo^ carbocyclyl, 
5 heterocycly], carbocyclylC<walkylene-Z- and heterocyclylCo^alkylene-Z-; wherein R 2 may be 
optionally substituted on carbon by one or more groups selected from R 6 ; and wherein if said 
heterocyclyl contains an -NH- moiety that nitrogen may be optionally substituted by a group 
selected from R 7 ; 

R 3 and R 6 are independently selected from halo, nitro, cyano, hydroxy, amino, 
10 carboxy, carbamoyl, mercapto, sulphamoyl, trifluoromethyl, trifluoromethoxy, C M alkyl, 
C^alkenyl, C 2 ^alkynyl, C^alkoxy, C^alkanoyl, C M aIkanoyloxy, //-(C M alkyl)amino, 
AVAKC|. 4 alkyl) 2 amino, C M alkanoylamino, //-(C M alkyl)carbamoy], 
A/:A^-(C M alkyl) 2 carbamoyl, C M alkylS(0) a wherein a is 0 to 2, CMalkoxycarbonyl, 
C M alkoxycarbonylamino, C M alkoxycarbonyl-W-(C M alkyl)amino, N-(CMalkyl)sulphamoyl, 
15 MN-(Ci^alkyl) 2 sulphamoyl, Cualkylsulphonylamino, carbocyclyl, heterocyclyl, 

carbocyclylC 0 - 4 alkylene-2- and heterocyclylC w alkylene-Z-; wherein R 3 and R 6 may be 
independently optionally substituted on carbon by one or more R 8 ; and wherein if said 
heterocyclyl contains an -NH- moiety that nitrogen may be optionally substituted by a group 
selected from R 13 ; 

20 R 4 , R 5 , R 7 R 9 and R 13 are independently selected from C M alkyI, C M alkanoyl, 

C M alkylsulphonyl, Ct^alkoxycarbonyl, carbamoyl, M(CMalkyl)carbamoyl, 
MiV-(CMalkyl) 2 carbamoyl, benzyl, benzyloxycarbonyl, benzoyl and phenylsulphonyl; 

R 8 is selected from halo, nitro, cyano, hydroxy, trifluoromethoxy, trifluoromethyl, 
amino, carboxy, carbamoyl, mercapto, sulphamoyl, methyl, ethyl, methoxy, ethoxy, acetyl, 
25 acetoxy, methylamino, ethylamino, dimethyl amino, diethylamino, iV-methyl-AT-ethylamino. 
acetylamino, iV-methyl carbamoyl, N-ethylcarbamoyl, AW-dimethylcarbamoyl, 
/V,A^diethylcarbamoyl, tf-methyl-A^ethylcarbamoyl, methylthio, ethylthio, methylsulphinyl, 
ethylsulphinyl, mesyl, ethylsulphonyl, methoxycarbonyl, ethoxycarbbnyl, 
tf-methylsulphamoyl, N-ethylsulphamoyl, N,N-dimethylsulphamoyl, N,W-diethylsulphamoyl 
30 or/^methyl-ZV-ethylsulphamoyl; 

Z is -S(0) a -, -0-, -NR 10 -, -C(O)-, -C(0)NR 10 -, -NR ,0 C(O)-, -OC(0)NR 10 - or 
-S0 2 NR 10 -; wherein a is 0 to 2; wherein R 10 is selected from hydrogen and CMalkyl; 
R 12 is hydroxy, methyl, ethyl or propyl; 
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misOorl; 
qisOorl; 

or a pharmaceutically acceptable salt thereof; 

in the manufacture of a medicament for use in the inhibition of 1 1J3HSD1. 

2. The use of a compound of formula (I) as claimed in claim 1 wherein Ring A is phenyl, 
1,3-benzodioxolyl, thienyl, cyclopentyl, pyridyl, furyl, thiazolyl, 1,3-benzothiazolyl, 
benzofuryl or benzothienyl; or a pharmaceutically acceptable salt thereof. 

10 3. The use of a compound of formula (I) as claimed in any one of claims 1-2 wherein R 1 
is a substituent on carbon and is selected from halo, cyano, C^alkyl, Ci-4alkoxy, 
MA^CMalkyl^amino, Cj-4alkylS(0) a wherein a is 0 to 2, carbocyclyl and 
carbocyclylCo^alkylene-Z-; wherein R 1 may be optionally substituted on carbon by one or 
more groups selected from R 3 ; wherein 

15 R 3 is selected from halo, hydroxy, C^alkoxy, heterocyclyl and 

carbocyclylQualkylene-Z-; and 

Z is -S(0) a - or -0-; wherein a is 0 to 2; 
or a pharmaceutically acceptable salt thereof. 

20 4. The use of a compound of formula (I) as claimed in any one of claims 1-3 wherein n is 
0-3; wherein the values of R 1 may be the same or different; or a pharmaceutically acceptable 
salt thereof. 

5. The use of a compound of formula (I) as claimed in any one of claims 1-4 X is -C(O)-; 
25 or a pharmaceutically acceptable salt thereof. 

6. The use of a compound of formula (I) as claimed in any one of claims 1-5 wherein Y 
is hydrogen, Chalky!, C 2 -6alkenyl, C 2 -6alkynyl, carbocyclyl or heterocyclyl; wherein Y may 
be optionally substituted on carbon by one or more R 2 ; wherein if said heterocyclyl contains 

30 an -NH- moiety that nitrogen may be optionally substituted by a group selected from R 5 ; 
wherein 

R 2 is a substituent on carbon and is selected from halo, nitro, cyano, amino, 
trifluoromethyl, trifluoromethoxy, C^alkyl, C M alkoxy, C M alkanoyl, /V-(C M alkyl)amino, 
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N,A4Ci. 4 alkyl) 2 amino, C M aIkanoyl amino, CMalky1S(0) a wherein a is 0 to 2, 
C M alkoxycart>onylamino, CMalkoxycarbonyl-N-(Ci. 4 alkyl)amino, A^-(C|.4alkyl)sulphamoyl, 
^^-(Ci^alkyOasulphamoyl, MW-(Ci. 4 alkyl) 2 aminothiocarbonylthio, carbocyclyl, 
heterocyclyl, carbocyclylQualkylene-Z- and heterocyclylCo-4alkylene-Z-; wherein R 2 may be 
5 optionally substituted on carbon by one or more groups selected from R 6 ; 

R 6 is selected from halo, nitro, cyano, trifluoromethyl, Chalky), C 2 ^alkenyl, 
Cualkoxy, /V,AKC M alkyl) 2 amino, CMalkylS(0) a wherein a is 0 to 2, 
Ci^alkoxycarbonylamino, carbocyclyl, heterocyclyl and carbocydylQMalkylene-Z-; wherein 
R 6 may be optionally substituted on carbon by one or more R 8 ; 
10 R 5 is selected from Ci^alkyl, CMaIkanoyl and Ci^alkoxycarbonyl; 

Z is -S(0) a -, -0-, -NR 10 -, -C(O)- or -OC(0)NR 10 -; wherein a is 0 to 2; wherein R 10 is 
selected from hydrogen; and 

R 8 is selected from halo; 
or a pharmaceutically acceptable salt thereof. 

15 

7. The use of a compound of formula (I) as claimed in any one of claims 1-6 wherein R 12 
is 4-methyl, 4-ethyl, 4-propyl or 3-methyl; or a pharmaceutically acceptable salt thereof. 

8. The use of a compound of formula (I) as claimed in any one of claims 1-7 wherein q is 
20 0; or a pharmaceutically acceptable salt thereof. 

9. The use of a compound of formula (I) as depicted in claim 1 wherein: 

Ring A is phenyl, 1,3-benzodioxolyl, thienyl, cyclopentyl, pyridyl, furyl, thiazolyl, 
1,3-benzothiazolyl, benzofuryl or benzothienyl; 
25 R 1 is a substituent on carbon and is selected from halo, cyano, Ci^alkyl, Ci^alkoxy, 

7V,/V-(Ci.4a1kyl) 2 amino, Ci-4alkylS(0) a wherein a is 0 to 2, carbocyclyl and 
carbocyclylCo. 4 alkylene-Z-; wherein R l may be optionally substituted on carbon by one or 
more groups selected from R 3 ; wherein 

R 3 is selected from halo, hydroxy, Ci^alkoxy, heterocyclyl and 
30 carbocyclylC 0 -4alkylene-Z-; and 

Z is -S(0) a - or -Os wherein a is 0 to 2; 

X is a direct bond, -C(O)-, -S(0) 2 -, -C(0)NR n -, -C^NR 1 -C(0)0-, -C(=NR n )- or 
-CH 2 -; wherein R n is selected from hydrogen, Cualkyl, carbocyclyl and heterocyclyl; 
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Y is hydrogen, Chalky!, C^alkenyl, C 2 -6alkynyI, carbocyclyl or heterocyclyl; 
wherein Y may be optionally substituted on carbon by one or more R 2 ; wherein if said 
heterocyclyl contains an -NH- moiety that nitrogen may be optionally substituted by a group 
selected frdm R 5 ; wherein 
5 R 2 is a substituent on carbon and is selected from halo, nitro, cyano, amino, 

trifluoromethyl, trifluoromethoxy, C U4 alkyl, Ci^alkoxy, CMalkanoyl, yV-(Ci. 4 alkyl)amino, 
M^V-(CMalkyl) 2 amino, CMalkanoylamino, Ci-4alkylS(0) a wherein a is 0 to 2, 
Ci. 4 aIkoxycarbonylamino, CMaIkoxycarbonyl-^/-(Ci.4alkyl)amino, AKCi_ 4 alkyl)sulphamoyl, 
MA^-(CMalkyl) 2 sulphamoyl, M^(Ci_4alkyl) 2 aminothiocarbonylthio, carbocyclyl, 
10 heterocyclyl, carbocyclylCo^alkylene-Z- and heterocyclylCo- 4 alkylene-Z-; wherein R 2 may be 
optionally substituted on carbon by one or more groups selected from R 6 ; 

R 6 is selected from halo, nitro, cyano, trifluoromethyl, C M alkyl, C 2 ^alkenyl, 
Ci. 4 alkoxy, //,AKCMalkyI) 2 amino, Gi. 4 alkylS(0) a wherein a is 0 to 2, 
Ci^alkoxycarbonylamino, carbocyclyl, heterocyclyl and carbocyclyiC<Malkylene-Zs wherein 
1 5 R 6 may be optionally substituted on carbon by one or more R 8 ; 

R 5 is selected from Chalky], Cj^alkanoyl and CMalkoxycarbonyl; 

Z is -S(0) a -, -0-, -NR 10 -, -C(O)- or -OC(O)NR !0 -; wherein a is 0 to 2; wherein R 10 is 
selected from hydrogen; and 

R 8 is selected from halo; 
20 R 12 is hydroxy, methyl, ethyl or propyl; 

mis0orl;and 

qisOorl; 

or a pharmaceutically acceptable salt thereof; 

in the manufacture of a medicament for use in the inhibition of llflHSDL 

25 

10. A compound of formula (I) as claimed in any one of claims 1-9 selected from: 
l-(3-fluoro-4-methoxybenzoyl)-4-(4-fluorobenzoyl)piperidine; 
l-(quinoline-3-ylcarbonyl)-4-(4-fluorobenzoyl)piperidine; 
l-(quinoline-2-ylcarbonyl)-4-(4-fluorobenzoyl)piperidine; 
30 l'(5-trifluoromethylfur-2-yl)-4-(4-fluorobenzoyl)piperidine; 
l'(3-trifluoromethoxybenzoyl)-4-(4-fluorobenzoyl)piperidine; 
l-(tetrahydrofur-2-ylcarbonyl)-4-(4-chlorobenzoyl)piperidine; 
l-(5-trifluoromethylfur-2-yl)-4-(4-chlorobenzoyl)piperidine; 
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l-(pyrid-2-ylcarbonyl)-4-(4-chlorobenzoyl)piperidine; 
l-(thiazoi-4-ylcarbonyl)-4-(4-chlorobeTizoyl)piperidine; 
l-(3,33-trifluoropix)pionyl)-4-(4-fluorobenzoyl)piperidine; 
l-(4-fluorobenzoyl)-4-(3^me$ylbenzoyl)piperidine; 
5 or a pharmaceutically acceptable salt thereof. 

11. A compound of formula (Ig): 




O 



dg) 

10 wherein: 

R 1 is a substituent on carbon and is selected from halo, cyano, CMalkyl, C M alkoxy, 
C M alkylS(0) 2 , AKC,-4alkyl)sulphamoyI or N,AHCi^alkyi) 2 $ulphamoyl; wherein R l may be 
optionally substituted on carbon by one or more groups selected from R 3 ; 

n is 0-3; wherein the values of R 1 may be the same or different; 
15 Y is phenyl, pyrimidine, furan, thiophene or thiazole; wherein Y may be optionally 

substituted on carbon by one or more R 2 ; 

R is a substituent on carbon and is selected from halo, nitro, cyano, hydroxy, amino, 
carboxy, carbamoyl, mercaptp, sulphamoyl, trifluoromethyl, trifluoromethoxy, CMalkyl, 
C 2 ^alkenyl, C 2 -4alkynyl, C|. 4 alkoxy, Ci. 4 alkanoyl, C M alkanoyloxy, //-(Ci^alkyOamino, 
20 M7V-(C M alkyl) 2 amino, Ci^alkanoyl amino, N-(CMalkyl)carbamoyl, 

M//-(C M alkyl) 2 carbamoyl, C M alkylS(0) a wherein a is 0 to 2, Ci^alkoxycarbonyl, 
C M alkoxycarbonylamino, C^alkox 

MA4C M alkyl) 2 sulphamoyl, C M alkylsulphonylamino, aminothiocarbonylthio, 
A^-(CMaIkyl)aminothiocarbonylthio or A^/»/-(CMalkyl) 2 aminothiocarbonylthio; wherein R 2 
25 may be optionally substituted on carbon by one or more groups selected from R 6 ; 

R and R are independently selected from halo, nitro, cyano, hydroxy, amino, 
carboxy, carbamoyl, mercapto, sulphamoyl, trifluoromethyl, trifluoromethoxy, C|. 4 alkyl, 
C^alkenyl, Q^alkynyl, C M alkoxy, C M alkanoyl, CMalkanoyloxy, iV-(Ci-4alkyl)amino, 
W.iV-(CMaIkyl) 2 amino, C^alkanoylamino, AKCu 4 aIkyl)carbamoyl, 
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7V,7V-(CMalkyl)2carbamoyl, C M alky]S(0) a wherein a is 0 to 2, Ci^alkoxycarbonyl, 
CMalkoxycarbonylamino, C M alkoxycarbonyl-A4CMalkyl)amino, AKC|. 4 aIkyl)sulphamoyl, 
yV t A^-(CMalkyl) 2 sulphamoyl or CMalkylsulphonylamino; wherein R 3 and R 6 may be 
independently optionally substituted on carbon by one or more R 8 ; 

R 8 is selected from halo, nitro, cyano, hydroxy, trifluoromethoxy, trifluoromethyl, 
amino, carboxy, carbamoyl, mercapto, sulphamoyl, methyl, ethyl, methoxy, ethoxy, acetyl, 
acetoxy, methylamino, ethylamino, dimethylamino, diethylamino, ^methyl -//-ethylamino, 
acetylamino, //-methyl carbamoyl, N-ethylcarbamoyl, //,JV-dimethylcarbamoyl, 
M^-diethylcarbamoyU/Z-methyl^ethylcarbamoyl, methylthio, ethylthio, methylsulphinyl, 
ethylsulphinyl, mesyl, ethylsulphonyl, methoxycarbonyl, ethoxycarbonyl, 
//-methylsulphamoyl, TV-ethylsulphamoyl, //,//-dimethylsulphamoyl, //,//-diethylsulphambyl 
or JV-methyl-N-ethylsulphamoyl; 

Z is -S(0) a -, -O-, -NR 10 -, -C(0)-, -C(0)NR 10 -, -NR ,0 C(O)-, -OC(0)NR 10 - or 
-S0 2 NR 10 -; wherein a is 0 to 2; wherein R 10 is selected from hydrogen and C M alkyl; 

R 12 is hydroxy, methyl, ethyl or propyl; 

misOor 1; 
or a pharmaceutical^ acceptable salt thereof; 
with the proviso that said compound is not 1,4-dibenzoylpiperidine; 
4-hydroxy-l,4-dibenzoylpiperidine; l-(3,4,5-trimethoxybenzoyl)-l-ben2oylpiperidine; 
l,4-di-(4-methylbenzoyl)piperidine; l-(4-ch1orobenzoyl)-4-benzoylpiperidine; 
l-(3-nitrobenzoyl)-4-benzoylpiperidine; 

l'(2-methoxy-4,6-ditrifluoromethylbenzoyl)-4-(4-chlorobenzoyl)piperidine; 
l-(2,6-difiuorobenzoyl)-4-benzoylpiperidine; 
l-(3-trifluoromethylbenzoyl)-4-(benzoyl)piperidine; 
l-(4-aminobenzoyl)-4-(4-fluorobenzoyl)piperidine; 

l-(2-chloro-4-nitrobenzoyl)-4-benzoylpiperidine; l-(4-methoxybenzoyl)-4-benzoylpiperidine; 

l-(4-r-butylbenzoyl)-4-benzoylpiperidine; 

l-(2,4-dihydroxybenzoyl)-4-(4-fluorobenzoyl)piperidine; 

l-(4-nitrobenzoyl)-4-(4-fluorobenzoyl)piperidine; 

l'(pyrid-3-ylcarbonyl)-4-(4-fluorobenzoyl)piperidine; 

Hthien-2-ylcarbonyl)-4-benzoylpiperidine; 

l-(thien-2-ylcarbonyl)-4-(4-methylbenzoyl)piperidine; or 

l-(fur-2-ylcarbonyl)-4-benzoylpiperidine. 
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12. The use of a compound of formula (Ih): 




(Ih) 

wherein: 

Ring A is selected from carbocyclyl or heterocyclyl; wherein if said heterocyclyl 
contains an -NH- moiety that nitrogen may be optionally substituted by a group selected from 
R 9 ; 

R 1 is a substituent on carbon and is selected from halo, nitro, cyano, hydroxy, amino, 
carboxy, carbamoyl, mercapto, sulphamoyl, C M alkyl, C 2 ^alkenyl, C 2 ^alkynyl, C M alkoxy, 
CMalkanoyl, C M aIkanoyloxy, //-(C l . 4 alkyl)amind ) iV,A^C M alkyl) 2 amino, 
CMalkanoylamino, 7V-(CMalkyl)carbamoyl, iV,^(C M alkyl) 2 carbamoyl, d. 4 aIkyIS(0) a 
wherein a is 0 to 2, Ci-4alkoxycarbonyl, AHCMalkyl)sulphamoyl, 
iV,//-(Ci-4alkyl) 2 sulphamoyl, CMalkylsulphonylamino, carbocyclyl, heterocyclyl, 
carbocyclylC(Malkylene-Z- and heterocyclylCo^alkylene-Zs wherein R 1 may be optionally 
substituted on carbon by one or more groups selected from R 3 ; and wherein if said 
heterocyclyl contains an -NH- moiety that nitrogen may be optionally substituted by a group 
selected from R 4 ; 

n is 0-5; wherein the values of R 1 may be the same or different; 

Y is hydrogen, CMalkyl, C 2 . G alkenyl, C 2 . 6 alkyny1, carbocyclyl or heterocyclyl; 
wherein Y may be optionally substituted on carbon by one or more R 2 ; wherein if said 
heterocyclyl contains an -NH- moiety that nitrogen may be optionally substituted by a group 
selected from R 5 ; 

R is a substituent on carbon and is selected from halo, nitro, cyano, hydroxy, amino, 
carboxy, carbamoyl, mercapto, sulphamoyl, trifluoromethyl, trifluoromethoxy, Ci^alky], 
C 2J »alkenyl, C 2 .4alkynyl, CMalkoxy, CMalkanoyl, Ci. 4 alkanoyloxy, W-(CMalkyl)amino, 
M^-(CMalkyl) 2 amino, CMalkanoylamino, iV-(CMalkyl)carbamoyl, 
M^-(CMalkyl) 2 carbamoyI, CMalkylS(0) a wherein a is 0 to 2, CMalkoxycarbonyl, 
CMalkoxycarbonylamino,CMalkoxycarbonyl-^-(CMalkyl)amino,/V-(CMalkyl)sulphamoyl, 



WO 2004/033427 



-135- 



PCT/GB2003/004318 



JV,N-(Ci.4alkyl)2Sulphamoyl, CMalkylsulphonylamino, aminothiocarbonylthio, 
//-(Ci.4alky])aminothiocarbonylthio, MA^-(CMalkyl)2aminothiocarbonylthio, carbocyclyl, 
heterocyclyl, carbocyclylC 0 -4alkylene-Z- and heterocycIylC 0 -4alkylene-Z-; wherein R 2 may be 
optionally substituted on carbon by one or more groups selected from R 6 ; and wherein if said 
5 heterocyclyl contains an -NH- moiety that nitrogen may be optionally substituted by a group 
selected from R 7 ; 

R 3 and R 6 are independently selected from halo, nitro, cyano, hydroxy, amino, 
carboxy, carbamoyl, mercapto, sulphamoyl, trifluoromethyl, trifluoromethoxy, Ci. 4 alkyl, 
C 2 .4alkenyl, C 2 ^alkynyl, Ci. 4 alkoxy, CMalkanoyl, C M alkanoyloxy, 7V-(C]- 4 alkyl)amin6, 

10 N/N-(Ci-4alkyl)2amiTio, Ci^alkanoylamino, N-(Ci. 4 a1kyl)carbamoyl, 

N,iV-(CMalkyl)2carbamoyl, CMalkylS(0) a wherein a is 0 to 2, CMalkoxycarbonyl, 
CMalkoxycarbonylamino, C)^alkoxycarbonyl-N-(Ci. 4 alkyl)amino, N-(Ci-4alkyl)sulphamoy], 
/V,N-(CMalkyl) 2 sulphamoyl, Ci. 4 alkylsulphonylamino, carbocyclyl, heterocyclyl, 
carbocyclyIC(Malkylene-Z- and heterocyclylCWilkylene-Zs wherein R 3 and R 6 may be 

15 independently optionally substituted on carbon by one or more R 8 ; and wherein if said 

heterocyclyl contains an -NH- moiety that nitrogen may be optionally substituted by a group 
selected from R 1 3 ; 

R 4 , R 5 , R 7 R 9 and R 13 are independently selected from C M alkyl, C M alkanoyl, 
Ci^alkylsulphonyl, CMalkoxycarbonyl, carbamoyl, 7V-(Ci. 4 alkyl)carbamoyl, 
20 tyAHC M alkyl) 2 carbamoyl, benzyl, benzyloxycarbonyl, benzoyl and phenylsulphonyl; 

R 8 is selected from halo, nitro, cyano, hydroxy, trifluoromethoxy, trifluoromethyl, 
amino, carboxy, carbamoyl, mercapto, sulphamoyl, methyl, ethyl, methoxy, ethoxy, acetyl, 
acetoxy, methylamino, ethylamino, dimethylamino, diethylamino, JV-methyl-A^ethylamino, 
acetylamino, N-methyl carbamoyl, N-ethylcarbamoyl, MN-dimethylcarbamoyl, 
25 //,N-diethylcarbamoyl, N-methyl-N-ethylcarbamoyl, methylthio, ethylthio, methylsulphinyl, 
ethylsulphinyl, mesyl, ethylsulphonyl, methoxycarbonyl, ethoxycarbonyl, 
W-methylsulphamoyl, tf-ethylsulphamoyl, MAf-dimethylsulphamoyI, MN-diethylsulphamoyl 
orN-methyl-Af-ethylsuIphamoyl; 

Z is -S(0) r , -O-, -NR 10 -, -C(O)-, -C(0)NR 10 -, -NR l0 C(O)-, -OC(0)NR 10 - or 
30 -S0 2 NR 10 -; wherein a is 0 to 2; wherein R 10 is selected from hydrogen and C M alkyl; 
R 12 is hydroxy, methyl, ethyl or propyl; 
misOorl; . 
or a pharmaceutical^ acceptable salt thereof; 
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in the manufacture of a medicament for use in the inhibition of 1 10HSD1 . 

13. A pharmaceutical composition which comprises a compound of formula (I) or (Ig), or 
a pharmaceutical^ acceptable salt thereof, as claimed in claims 10 or 11 , in association with a 

5 pharmaceutically-acceptable diluent or carrier. 

14. A compound of the formula (I) or (Ig), or a pharmaceutical^ acceptable salt thereof, 
as claimed in claims 10 or 1 1 , for use in a method of prophylactic or therapeutic treatment of 
a warm-blooded animal, such as man. 

10 

15. A compound of the formula (I) or (Ig), or a pharmaceutical^ acceptable salt thereof, 
as claimed in claims 10 or 1 1 , for use as a medicament. 

16. The use of a compound of the formula (I), or (Ig), or a pharmaceutical^ acceptable 
15 salt thereof, as claimed in claims 10 or 1 1, in the manufacture of a medicament for use in the 

production of an 1 1 pHSDl inhibitory effect in a warm-blooded animal, such as man. 

17. The use as claimed in any one of claims 1-9, 12 and 16 wherein production of, or 
producing an, 11 PHSDl inhibitory effect refers to the treatment of metabolic syndrome. 

20 

18. The use as claimed in any one of claims 1-9, 12 and 16 wherein production of, or 
producing an, llpHSDl inhibitory effect refers to the treatment of diabetes, obesity, 
hyperlipidaemia, hyperglycaemia, hyperinsulinemia or hypertension, particularly diabetes and 
obesity. 

25 

19. The use as claimed in any one of claims 1-9, 12 and 16 wherein production of, or 
producing an, 1 lpHSDl inhibitory effect refers to the treatment of glaucoma, osteoporosis, 
tuberculosis, dementia, cognitive disorders or depression. 

30 20. A method of producing an lipHSDl inhibitory effect in a warm-blooded animal, such 
as man, in need of such treatment which comprises administering to said animal an effective 
amount of a compound of formula (I), as claimed in any one of claims 1-10, or a compound 
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of formula (Ig) as claimed in claim 1 1, or a compound of formula (Ih) as claimed in claim 
or a pharmaceutically acceptable salt thereof. 



